REMARKS 



Restriction Requirement 

Applicants respectfully traverse the restriction requirement. This is a national 
phase application of a PCT filed under 35 U.S.C. 371. The Examiner is reminded of the 
unity of invention practice rules (not restriction practice) which apply in national stage 
applications, see MPEP 1893.03(d). As such, claims drawn to a composition, a method of 
making the composition and methods for using the composition represent a unity of 
invention and should be examined together. Applicants respectfully request that claims 1- 
8 and all added claims be examined. Support for the newly added claims can be found in 
the specification at pages 4-10. 

Although not stated in the Office Action, the Applicants confirm the election of 
species made in a previous correspondance with the Examiner. The species elected is: 1- 
{l-[2-(5-chlorothiophen-2 yl)ethyl]piperidin-4-yl}-l-(4-fluorophenyl)ethanol. 

Rejection Under 35 U.S.C. $103^ 

Claims 1 and 2 stand rejected under § 103(a) for allegedly being unpatentable over 
Carr et al WO 93/16081. Applicants respectfully traverse. 

Carr et al. discloses a thiophene phenyl derivative compound (formula I) of the 
sort shown at page 1, lines 15-22) and more specifically Example 40 at page 57 of the 
specification of WO 93/16081. Applicants 1 claimed compound differs from the 
compound of Carr in that there is no specific recitation of F, CI and CH 3 , as noted by the 
Examiner at page 5 of the Office Action. Carr provides no motivation to modify the 
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thiophene phenyl derivative compound to obtain the compound of the claimed invention. 
Absent any disclosure or teaching to modify the structure disclosed in Carr, there can be 
no proper legal basis for a rejection based on obviousness under 35 U.S.C. §103, see e.g., 
In re Baird (C AFC 1994) 16 F.2d 380, 29 PQ2d 1550. 

Moreover, the Examiner is directed to WO 91/18602, listed on the current IDS. 
This application discloses (2,3-dimethoxyphenyl)-l-[2-(4-fluorophenyl)ethyl]-4- 
piperidinemethanol for use as a 5HT2 antagonist. This compound differs from the 
claimed compound of the instant invention by a single methyl group. In fact, the 
compound disclosed in WO 91/18602 is more similar to the claimed compounds of the 
instant invention than compounds recited by Carr in WO 93/16081 . The attached 132 
Declaration summarizes the data obtained for inhibition of head twitching in mice when 
mice were administered with the compound of the '602 patent and the compound of the 
instant invention. The declaration indicates that, albeit the similarity in structure, the 
compound of the claimed invention surprisingly and unexpectedly yielded a 71% 
inhibition in the head twitching assay in mice compared to the compound of the '602 
patent which yielded no (0%) inhibition in the assay. 

Patentability can be established by proof of improved results for the claimed 
compound in comparison with a compound(s) that is even more closely related than those 
of the prior art relied upon by the Examiner, see e.g. Ex parte Humber et al. (POBA 
1981) 217 USPQ 265. Applicants clearly satisfy this test. Moreover, the full scope of the 
claims are not obvious over the prior art. Thus, the rejection of the claims under 35 
U.S.C. §103 is clearly improper and should be withdrawn. 
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In view of the above amendments and remarks, it is submitted that this application 
is ready for allowance. Early notice to this effect is earnestly solicited. If the Examiner 
should have any remaining issue(s) he is cordially invited to telephone the undersigend at 
the number indicated below. 

The Commissioner is hereby authorized to charge any fees associated with this 
response or credit any overpayment to Deposit Account No. 13-3402. 



Respectfully submitted, 

By: fZ^^fi ^&^<*^ 

Robert E. McCarthy, Reg/No. 46,044 

Representative Capacity 

Harry B. Shubin, Reg. No. 32,004 

Attorney for Applicants 

Millen, White, Zelano & Branigan, P. C. 

2200 Clarendon Blvd., Suite 1400 

Arlington, VA 22201 

Direct Dial: (703) 812-5322 

email: mccarthy@mwzb.com 



Filed: March 27. 2003 

K:/Merck/2384/rep1y to OA 12-27-02.wd 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 



Please amend the claims as follows: 



1 . (Amended) Compounds A compound of the formula I or a physiologically 
acceptable salt or solvate thereof 




I 



OH 

in which 

R ! , R 2 in each case independently of one another are aryl or Het, 

aryl is phenyl which is unsubstituted or mono-, di- 3 or trisubstituted by 
Hal, CN, A, OA, or OH, 

Het is a a mono- or binuclear unsaturated heterocyclic ring system which is 

unsubstituted or mono- or di-, or trisubstituted by Hal, A, CN, OR or OH 
and which contains one, two or three identical or different heteroatoms 
such as nitrogen, oxygen an sulfur, 
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A is alkyl having 1-6 C atoms, 
Hal is F, CI, Br, or 1 7 

and th e ir physiologically acceptabl e salts and solvates . 

2. (Amended) A process for the preparation of compounds a compound of 
formula I, charact e riz e d in that c omprising reacting a compound of formula II 

a) a compound of formula II 

R 1 -CH2-CH2-L II 

in which L is CI, Br, I or a free or relatively functionally modified OH group, and ' 
R 1 has the meaning indicated in claim 1, 
is r e acted with a compound of formula III 




III 



in which R2 and A have the meanings indicated in claim 1, or 
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b) reacting a compound of the formula IV 




IV 



in which R 1 and R 2 have the meaning indicated in claim 1, 
is reacted with a compound of the formula V 

R-X-A V 

in which R is iodine or bromine, X is Mg and A has the meaning indicated in 
claim 1, in a Grignard reaction, or 

c) a compound of formula I it is liberated from one of its functional 
derivative by treating said derivative with a solvolysing or hydrogenolysing agent, or 

d) a base of the formula I which is obtained is converted into one of 
its salts by treating with an acid. 
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3. (Amended) A pharmaceutical composition comprising a compound 
Compounds of the formula I according to claim 1 , and their physiologically acc e ptable 
salts and solvat e s as m e dicam e nts and a pharmaceutical lv acceptable carrier . 

5. (Amended) A method for treating Medicament according to claim 1 for tho 
treatment of psychoses, schizophrenia, depression, aneurological disord e rs disorder , a 
memory disord e rs disorder, Parkinson's diseases disease , amyotrophic lateral sclerosis, 
Alzheimer's disease, Huntington's disease, an eating disorders disorde r such as bulimia . 
anorexia nervosa , premenstrual syndrome and/or for positively affecting or a compulsive 
behaviour (obsessive compulsive disorder, OCD) comprising administering to a host in 
need thereof a therapeutically effective amount of a compound according to claim 1 . 

7. (Amended) A method for treating Us e of compounds an indication which is 
mediated by a 5-HTta receptor, comprising administering a therapeutically effective 
amount of a compound according to claim 1 to a host in need thereof and/or of their 
physiologically acceptabl e salts and solvates for tho production of a medicament having 
5 HT^ a r e c e ptor antagonist action . 

8. (Amended) ttee The method according to claim 7 for the production of a 
m e dicament for tho treatment of wherein the indication is psychoses, schizophrenia, 
depression, a neurological disord e rs disorder, a memory disorders disorder, Parkinson's 
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diseases disease, amyotrophic lateral sclerosis, Alzheimer's disease, Huntington's disease, 
eating disorders such as bulimia, anorexia nervosa, premenstrual syndrome and'or for 
positively affecting compulsive bohaviom or (obsessive eempt ri sive disorder, OCD) 
obsessive compulsive disorder. 
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